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Solid-phase synthesis
• 1,3-Disubstituted succinimides have been prepared on solid-phase support
(Alvarez-Gutierrez et al., Tetrahedron Lett, 2000, 41(5), 609-612). The strategy
depends on the intramolecular cyclisation of dipeptides containing aspartic acid
promoted by diphenylphosphorylazide and triethylamine.
• 1,3,5-Thiadiazin-2-thione derivatives have been prepared on polystyrene solid-
phase using the SASRIN linker (Pérez et al., Tetrahedron Lett, 2000, 41(5), 613-
616). The products were prepared in five steps in 30-80% overall yields and are
intended for biological screening.
• Pyrazole derivatives have been prepared on solid-phase by the 1,3-dipolar
cycloaddition of supported azomethine imines with dimethyl acetylenedicarboxylate
(Washizuka et al., Tetrahedron Lett, 2000, 41(5), 691-695). The pyrazoles
generated are released into solution without the need for a specific cleavage step.
• Novel disubstituted pyrimidinyl C-nucleosides have been prepared and used in
parallel synthesis of C-nucleoside natural product analogues (Adlington et al.,
Tetrahedron Lett, 2000, 41(4), 575-578).
• A novel synthesis of 2,3-disubstituted benzopyran-4-ones has been transferred to
solid-phase using a diisopropylsilyloxy traceless linker and a small library of
compounds prepared (Harikrishnan and Showalter, Tetrahedron, 2000, 56(4), 515-
519).
Solid-phase methodology
• Resin-bound nitroalkenes have been prepared by the use of a microwave-assisted
Knoevenagel reaction of solid supported nitroacetic acid with aldehydes (Kuster
and Scheeren, Tetrahedron Lett, 2000, 41(4), 515-519). The nitroalkene products
were subsequently used for high pressure Diels-Alder and tandem cyclisation
reactions.
• Enantiopure hydroxamates have been generated by using hydroxylamine for the
nucleophilic substitution of carboxylates linked to an oxime resin solid phase
(Thouin and Lubell, Tetrahedron Lett, 2000, 41(4), 457-460).
Novel library scaffolds
• The solid-phase derivation of a nucleic acid-based scaffold has been reported
(Zhou et al., Tetrahedron Lett, 2000, 41(4), 441-445). A combinatorial library of
compounds possessing diversity in several sites around the nucleoside framework
has been generated.
New reagents
• A number of new immonium type coupling reagents derived from HOBt and HOAt
have been described (Li and Xu, Tetrahedron Lett, 2000, 41(5), 721-724). These
agents are very efficient for solid-phase peptide synthesis and possess high
reactivity.
Library applications
• A one pot synthesis of piperazine-2,5-diones has been accomplished and used for
the solution-phase preparation of a 61-member library (Loughlin et al., Bioorg.
Med. Chem. Lett, 2000, 10(2), 91-94). The library has been screened for the
identification of compounds with potential cytotoxic activity.
• Using paramagnetic beads as a solid-support, chemical reaction rates have been
enhanced by the use of power ultrasound as a replacement for mixing (Perez et al.,
Bioorg. Med. Chem. Lett, 2000, 10(2), 171-174). The methodology has been used
in the synthesis of a library targeting the κ-opioid receptor.
• A library of arylalkylamine derivatives were synthesised on solid-phase by the
combinatorial mix and split methodology and used in the search for novel
melatoninergic ligands for human MT1 and MT2 receptors (Pérurier et al., Bioorg.
Med. Chem., 2000, 8(1), 163-171).
